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Abstract: Vascular oxidative stress has been shown to be a potent factor in the pathophysiology 
of endothelial dysfunction. Despite current optimal evidence-based therapy, mortality from 
various cardiovascular disorders remains high. The search for newer, novel ways of attenuating 
endothelial dysfunction has yielded several new and exciting possibilities, one of which is 
the manipulation of urate levels using xanthine oxidase inhibitors. Agents such as allopurinol 
have shown marked improvements in vascular endothelial function in various cohorts at risk 
of cardiovascular events. Most of the evidence so far comes from smaller mechanistic studies. 
The few large randomized controlled trials have failed to show any significant mortality benefit 
using these agents. This article highlights the potential avenues of further research such as 
dose-response, and the potential for these agents to regress left ventricular hypertrophy. The role 
of newer agents such as febuxostat and oxypurinol are discussed as well as potential reasons 
why some of the current newer agents have failed to live up to the promising early-phase data. 
It is crucial that these remaining questions surrounding urate, xanthine oxidase and the role of 
various agents that affect this important oxidative stress-generating system are answered, and 
therefore these promising agents should not be discarded prematurely.
Keywords: urate, allopurinol, vascular oxidative stress, febuxostat
Introduction
The adverse effects of oxidative stress on the vascular endothelium have been extensively 
studied in the past.1–5 The major reactive oxygen species (ROS) producing enzyme 
systems are the nicotinamide adenine dinucleotide phosphate-oxidase (NADPH) 
oxidase and xanthine oxidase (XO) systems. The most potent inducer of NADPH 
oxidase is angiotensin II.6,7 The use of angiotensin converting enzyme (ACE) inhibitors 
and angiotensin receptor blockers (ARB) are widespread in medicine for hypertension, 
post-mycardial infarction remodeling, proteinuria as well as heart failure. Much less 
attention has been paid to the XO system despite the availability of new and established 
XO inhibitors such as oxypurinol, febuxostat and allopurinol. The mechanism by which 
XO catalyzes hypoxanthine and xanthine conversion is extremely complex and have 
been previously described in detail.8,9 A fully reduced XO contains 6 electrons and its 
re-oxidation involves electron transfer to oxygen molecules which generates 2 hydro-
gen peroxide (H
2
O
2
) and 2 superoxide anion (O
2
–) species9 for every fully reduced XO 
molecule. There have been many studies looking at the role of urate and urate-lowering 
agents on endothelial function.10–16 Our group have shown in the past that the improve-
ment in endothelial function seen with allopurinol is due to its ability to inhibit xanthine 
oxidase, and therefore ROS that are produced as a by-product of urate formation. Urate, 
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therefore, is likely to be a marker of XO activity rather than a 
culprit per se.10 Although there are exciting prospects for the 
improvement of endothelial dysfunction using XO inhibitors 
in high risk cohorts, most of these have come from small 
mechanistic studies.
The question that needs to be addressed now is: how do 
we proceed from here in this area of research so that the full 
therapeutic potential of XO inhibitors can be realized? There is 
clearly some mileage in these agents that needs to be exploited 
further and these agents should not be prematurely discarded. 
This article hopes to stimulate discussion and highlight several 
new possibilities for further study that could potentially clarify 
some of the unresolved issues about to the roles that allopurinol, 
urate and XO play in vascular biology.
Further dose-ranging studies
The importance of dose-response studies cannot be under-
estimated. This is true even for established treatments such 
as ACE inhibitors and ARBs. For example, through unusual 
means of studies in patients who have taken overdoses of 
ACE inhibitors, it has been discovered that much more blood 
pressure lowering can be achieved by the use of doses higher 
than in normal clinical use.17 At the same time other groups 
have shown that ultra-high doses of ARBs, which also act 
on the renin-angiotensin system, have very little additional 
blood pressure lowering over standard doses but may exert 
other beneficial effects on target organs.18
Our mechanistic dose-response studies10 were the first to 
demonstrate that high-dose allopurinol (600 mg/day) reduces 
vascular oxidative stress in congestive heart failure (CHF) 
significantly more than conventional doses (300 mg/day). 
The question remains whether or not even higher doses 
would provide a further improvement on endothelial function. 
A careful study into methods employed by various trials using 
allopurinol in early pharmacokinetic data19,20 and in vivo 
studies measuring XO21 reveals that the oxypurinol concentra-
tion achieved by 600 mg of allopurinol is 9.56 mg/L.19 Taking 
into account the molecular weight of allopurinol (136 g/mol), 
this equates to a concentration of 0.07 mmol/L. Preliminary 
experiments by Spiekermann et al,21 have shown that plasma 
XO activity in vivo is completely inhibited by an oxypurinol 
concentration of 0.1 mmol/L. Interestingly, there has also 
been pharmacokinetic data on 900 mg/day allopurinol which 
achieves in vivo concentrations of 0.09 mmol/L.19 This means 
that 900 mg of allopurinol could almost completely inhibit 
XO activity. How this inhibition will affect overall purine 
metabolism is not yet clear. These initial studies were done 
in fit, healthy males aged 21 to 26 years of age with normal 
renal function. It nevertheless shows that there is further 
potential for oxidative stress reduction at even higher doses. 
Elderly patients, on the other hand, tend to demonstrate 
higher oxypurinol concentrations possibly due to reduced 
renal clearance of oxypurinol and a diminished volume of 
distribution but a lower level of XO inhibition per dose of 
allopurinol20 therefore making them more susceptible to side 
effects. However, further careful dose-ranging studies up to 
900 mg/day of allopurinol could be informative.
Left ventricular hypertophy (LVH) 
regression
Chronic treatment with allopurinol has been shown to 
prevent adverse LV remodeling, decrease LV weight and 
reduce LV collagen density in animal models with heart 
failure.22 It is well known from Framingham23 and from a 
meta-analysis of 48,545 individuals by Vakili et al24 that 
LVH independently confers high cardiac risk, irrespective 
of blood pressure. After age, LVH is said to be the strongest 
independent predictor of cardiovascular (CV) events, 
CV deaths and total mortality.25 LVH is thought to be a culprit 
for 4 reasons: it is intrinsically arrhythmogenic, reduces 
coronary perfusion reserve,26 and it causes diastolic heart 
failure and left atrial dilatation leading to atrial fibrillation 
(AF) and embolic strokes.
Despite a “normal” blood pressure, LVH confers the same 
extra risk in normotensives as it does in hypertensives.27 
Nevertheless, we know that regressing LVH irrespective of 
blood pressure changes is an effective way to reduce risk.28,29 
Furthermore, in the Losartan Intervention for Endpoint 
Reduction in Hypertension (LIFE) Study, LVH regression 
reduced CV events/mortality independent of blood pressure. 
In LIFE, losartan reduced both LVH and CV events more 
than atenolol despite their both reducing blood pressure 
equally. LVH regression reduced incidence of new-AF, 
new onset diabetes, HF hospitalization, sudden deaths and 
strokes.30–32
Since controlling BP and using an ACE inhibitor is only 
partially effective at regressing LVH, we now need additional 
ways of regressing LVH. Apart from controlling the BP, the 
other main therapeutic target that we know about and whose 
manipulation should regress LVH is oxidative stress. There 
is now clear evidence that oxidative stress triggers cardio-
myocyte hypertrophy.33,34 If oxidative stress mediates LVH, 
then reducing oxidative stress should be a promising novel 
approach to preventing or regressing LVH.
Since oxidative stress is a key culprit producing LVH, it 
seems sensible to explore therapies which reduce oxidative 
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stress (other than ACE inhibitors) to see if they also reduce 
LVH. We found allopurinol to be exceptionally potent 
against ROS in that it can abolish endogenous oxidative 
stress in blood vessels that would otherwise be sensitive to 
supra-physiological doses of vitamin C, a well recognized 
scavenger of reactive oxygen species.10,35 Therefore allo-
purinol becomes a prime therapeutic option to see if it can 
regress LVH.
Other therapies which prevent oxidative stress forming 
(like ACE inhibitors) have already been very successful in 
general and in particular ACE inhibitors are known to regress 
LVH. Since allopurinol dramatically improves oxidative 
stress and its consequence, endothelial dysfunction and 
since oxidative stress is a major mediator of LVH, it seems 
sensible to explore whether allopurinol will also regress LVH. 
We are currently exploring this possibility in optimally treated 
patients with LVH using magnetic resonance imaging.
We have also found that allopurinol significantly reduces 
augmentation index (27.6 ± 3.4% to 20.1 ± 2.2% P  0.05) 
which implies reduced LV afterload.11 Falls in augmentation 
index have been shown to be the best predictor of falls in 
LV mass because augmentation index correlates with LV 
afterload.36 The idea that allopurinol reduces LV afterload is 
confirmed also by the fact that allopurinol reduces B-type 
natriuretic peptide which is a measure of intracardiac 
pressure.37 We are currently investigating the effects of allo-
purinol on LVH and arterial stiffness using indices of vascular 
stiffness and cardiac magnetic resonance.
Febuxostat
Although allopurinol is a very efficiently absorbed drug, it 
is a relatively weak inhibitor of XO with IC
50
 concentrations 
of between 0.2 and 50 µM.38 Febuxostat [2-[3-cyano-4-
(2-methylpropoxy)phenyl)-4-metylthiazole-5-carboxylic 
acid] is a new non-purine XO inhibitor, which has a higher 
bioavailability and a more potent XO inhibitory effect than 
allopurinol.38 It would therefore theoretically be more effective 
than allopurinol in lowering urate. It also has the advantage 
of being metabolized mainly by glucuronide formation and 
oxidation in the liver39 which would make it a better choice of 
XO inhibitor than patients with renal disease. It is currently 
licensed by both the US Food and Drug Administration (FDA) 
as well as the European Medicines Agency (EMEA) for use 
in chronic hyperuricemia. However, in clinical trials, it did 
not reduce the frequency of attacks of gout,39 it is not as well 
tolerated as allopurinol40 and it possibly increased mortality 
compared to allopurinol.41 Once again, a dose ranging study 
of similar design will be able to identify a dose of febuxostat 
at which oxidative stress is effectively inhibited using this 
newer agent. Comparisons between febuxostat and allopuri-
nol can then be made for a similar degree of urate lowering. 
This agent is potentially a more powerful antioxidant than 
allopurinol given its pharmacokinetic interactions with XO 
and therefore could be studied more closely to ascertain the 
full range of its potential therapeutics benefits.
Oxypurinol
The most high profile XO inhibitor of  late has been oxypurinol. 
Oxypurinol, also known as alloxanthine, is the active 
metabolite of allopurinol. It is licensed for the treatment of 
chronic hyperuricemia by the FDA. Unfortunately, oxypurinol 
research, particularly since the OPT-CHF trial,42 has almost 
ground to a halt. The OPT-CHF trial was a randomized 
controlled trial of oxypurinol 600 mg/day versus placebo in 
405 patients with NYHA Class III and IV heart failure on 
optimal medical therapy. Allopurinol is theoretically less 
potent than oxypurinol because during its conversion to 
oxypurinol, it serves as a substrate for oxygen reduction 
to O
2
–. This makes it an initial source of O
2
– generation.43,44 
Allopurinol inhibition of O
2
– production from XO requires 
both its oxidation to oxypurinol and stabilization of the 
oxypurinol–XO complex.45 In vitro studies also suggest that 
oxypurinol is a more potent OH– scavenger46 and improves 
mechanoenergetic coupling in animal heart failure models.47 
Although two recent high profile studies, EXOTIC-HF 
and LA PLATA using oxypurinol, have demonstrated a 
significant improvement in left ventricular ejection frac-
tion (3.3% and 3.6% respectively) in the acute setting, the 
subsequent OPT-CHF trial also using oxypurinol chroni-
cally for a 6-month duration failed to produce significant 
clinical improvements in unselected patients.48,49 There are 
many reasons that one could speculate on the reasons of the 
OPT-CHF trial outcome such as the efficacy of the oxypuri-
nol dose used50 but the researchers must be given credit for 
taking on this area and attempting to answer an important 
question in a high risk cohort to which a clear answer does 
not exist to this day.
However, OPT-CHF was a small study looking at an 
efficacy endpoint which was a composite that incorporated 
measures of patient outcome and well-being. It was not 
powered for a mortality analysis. A subsequent retrospec-
tive analysis suggests that a subgroup of patients with high 
baseline urate (0.57 mmol/L) might benefit.49 In theory, 
oxypurinol should be preferable to allopurinol in inhibiting 
XO as the metabolism of allopurinol into oxypurinol itself 
generates O
2
–.43 Data from the oxypurinol bioequivalence 
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AAI-US-175 study showed that 600 mg oxypurinol had a 
relative bioavailability equivalent to only 81 mg allopurinol.51 
Therefore it is possible that patients on OPT-CHF were 
underdosed for an effect to be seen as most studies showing 
benefit of allopurinol have used at least 300 mg/day.
Heparin interaction
XO is bound to the surface of endothelial cells by 
glycosaminoglycans and is released following displacement 
by bolus injections of heparin. Relatively low doses (50 iu/kg 
body weight) result in a threefold rise of XO levels in healthy 
volunteers.52 This is the basis of various in vivo experiments 
looking at levels of XO expression. The clinical implica-
tions of this could be enormous as heparin is widely used in 
patients with acute cardiovascular complications. Does this 
mean that patients with an acute coronary syndrome who 
are being treated with heparin require concomitant treatment 
with a XO inhibitor like allopurinol to reduce the burden of 
oxidative stress? Do low-molecular-weight heparins have the 
same effect of XO displacement from glycosaminoglycans 
as unfractionated heparin? It would be fascinating to now 
do studies exploring these issues which could potentially 
be of major clinical importance. Therefore, a double-blind, 
placebo-controlled study of allopurinol in acute coronary 
syndrome patients treated with heparin is needed.
Conclusion
These potential routes forward represent an exciting 
challenge for researchers in vascular biology. They will help 
further clarify the possible role of allopurinol or other agents 
discussed in this article in managing patients who remain at 
risk despite current evidence-based treatments.
Disclosures
The authors disclose no conflicts of interest.
References
 1. Cai H, Harrison DG. Endothelial dysfunction in cardiovascular diseases: 
the role of oxidant stress. Circ Res. 2000;87(10):840–844.
 2. Fenster BE, Tsao PS, Rockson SG. Endothelial dysfunction: 
clinical strategies for treating oxidant stress. Am Heart J. 
2003;146(2):218–226.
 3. Heitzer T, Schlinzig T, Krohn K, Meinertz T, Munzel T. Endothelial 
dysfunction, oxidative stress, and risk of cardiovascular events in patients 
with coronary artery disease. Circulation. 2001;104(22):2673–2678.
 4. Kobayashi N, DeLano FA, Schmid-Schonbein GW. Oxidative stress 
promotes endothelial cell apoptosis and loss of microvessels in the 
spontaneously hypertensive rats. Arterioscler Thromb Vasc Biol. 
2005;25(10):2114–2121.
 5. Landmesser U, Spiekermann S, Dikalov S, et al. Vascular oxidative 
stress and endothelial dysfunction in patients with chronic heart failure: 
role of xanthine-oxidase and extracellular superoxide dismutase. 
Circulation. 2002;106(24):3073–3078.
 6. Griendling KK, Minieri CA, Ollerenshaw JD, Alexander RW. 
Angiotensin II stimulates NADH and NADPH oxidase activity 
in cultured vascular smooth muscle cells. Circ Res. 1994;74(6): 
1141–1148.
 7. Harrison D, Griendling KK, Landmesser U, Hornig B, Drexler H. Role 
of oxidative stress in atherosclerosis. Am J Cardiol. 2003;91(3A): 
7A–11A.
 8. Berry CE, Hare JM. Xanthine oxidoreductase and cardiovascular 
disease: molecular mechanisms and pathophysiological implications. 
J Physiol. 2004;555(Pt 3):589–606.
 9. Hille R, Massey V. Studies on the oxidative half-reaction of xanthine 
oxidase. J Biol Chem. 1981;256(17):9090–9095.
10. George J, Carr E, Davies J, Belch JJF, Struthers A. High-dose allopurinol 
improves endothelial function by profoundly reducing vascular oxidative 
stress and not by lowering uric acid. Circulation. 2006;114(23): 
2508–2516.
11. Khan F, George J, Wong K, McSwiggan S, Struthers AD, Belch JJ. 
Allopurinol treatment reduces arterial wave reflection in stroke survivors. 
Cardiovasc Ther. 2008;26(4):247–252.
12. Naumova AV, Chacko VP, Ouwerkerk R, Stull L, Marban E, Weiss RG. 
Xanthine oxidase inhibitors improve energetics and function after 
infarction in failing mouse hearts. Am J Physiol Heart Circ Physiol. 
2006;290(2):H837–H843.
13. Niskanen LK, Laaksonen DE, Nyyssonen K, et al. Uric acid 
level as a risk factor for cardiovascular and all-cause mortality in 
middle-aged men: a prospective cohort study. Arch Intern Med. 
2004;164(14):1546–1551.
14. Parmley LF, Mufti AG, Downey JM. Allopurinol therapy of 
ischemic heart disease with infarct extension. Can J Cardiol. 
1992;8(3):280–286.
15. Waring WS, McKnight JA, Webb DJ, Maxwell SRJ. Uric acid restores 
endothelial function in patients with type 1 diabetes and regular smokers. 
Diabete. 2006;55:3127–3132.
16. Yiginer O, Ozcelik F, Inanc T, et al. Allopurinol improves 
endothelial function and reduces oxidant-inflammatory enzyme of 
myeloperoxidase in metabolic syndrome. Clin Res Cardiol. 2008;97(5): 
334–340.
17. Christie GA, Lucas C, Bateman DN, Waring WS. Redefining 
the ACE-inhibitor dose-response relationship: substantial blood 
pressure lowering after massive doses. Eur J Clin Pharmacol. 
2006;62(12):989–993.
18. Rossing K, Schjoedt KJ, Jensen BR, Boomsma F, Parving HH. Enhanced 
renoprotective effects of ultrahigh doses of irbesartan in patients 
with type 2 diabetes and microalbuminuria. Kidney Int. 2005;68(3): 
1190–1198.
19. Graham S, Day RO, Wong H, et al. Pharmacodynamics of oxypurinol 
after administration of allopurinol to healthy subjects. Br J Clin 
Pharmacol. 1996;41(4):299–304.
20. Turnheim, Krivanek,  Oberbauer .  Pharmacokinet ics  and 
pharmacodynamics of allopurinol in elderly and young subjects. Br J 
Clin Pharmacol. 1999;48(4):501–509.
21. Spiekermann S, Landmesser U, Dikalov S, et al. Electron spin resonance 
characterization of vascular xanthine and NAD(P)H oxidase activity in 
patients with coronary artery disease: relation to endothelium-dependent 
vasodilation. Circulation. 2003;107(10):1383–1389.
22. Mellin V, Isabelle M, Oudot A, et al. Transient reduction in myocardial 
free oxygen radical levels is involved in the improved cardiac 
function and structure after long-term allopurinol treatment initiated 
in established chronic heart failure. Eur Heart J. 2005;26(15): 
1544–1550.
23. Kannel WB, Abbott RD. A prognostic comparison of asymptomatic left 
ventricular hypertrophy and unrecognized myocardial infarction: the 
Framingham Study. Am Heart J. 1986;111(2):391–397.
24. Vakili BA, Okin PM, Devereux RB. Prognostic implications of left 
ventricular hypertrophy. Am Heart J. 2001;141(3):334–341.
25. Gosse P. Left ventricular hypertrophy – the problem and possible 
solutions. J Int Med Res. 2005;33 Suppl 1:3A–11A.
Therapeutics and Clinical Risk Management 2009:5
Therapeutics and Clinical Risk Management
Publish your work in this journal
Submit your manuscript here: http://www.dovepress.com/therapeutics-and-clinical-risk-management-journal
Therapeutics and Clinical Risk Management is an international, peer-
reviewed journal of clinical therapeutics and risk management, focusing 
on concise rapid reporting of clinical studies in all therapeutic areas, 
outcomes, safety, and programs for the effective, safe, and sustained 
use of medicines. This journal is indexed on PubMed Central, CAS, 
EMBase, Scopus and the Elsevier Bibliographic databases. The 
manuscript management system is completely online and includes a 
very quick and fair peer-review system, which is all easy to use. Visit 
http://www.dovepress.com/testimonials.php to read real quotes from 
published authors.
803
Urate and xanthine oxidase in vascular oxidative stressDovepress
submit your manuscript | www.dovepress.com
Dovepress 
Dovepress
26. Petersen SE, Jerosch-Herold M, Hudsmith LE, et al. Evidence for 
microvascular dysfunction in hypertrophic cardiomyopathy: new 
insights from multiparametric magnetic resonance imaging. Circulation. 
2007;115(18):2418–2425.
27. Brown DW, Giles WH, Croft JB. Left ventricular hypertrophy as a pre-
dictor of coronary heart disease mortality and the effect of hypertension. 
Am Heart J. 2000;140(6):848–856.
28. Verdecchia P, Schillaci G, Borgioni C, et al. Prognostic significance 
of serial changes in left ventricular mass in essential hypertension. 
Circulation. 1998;97(1):48–54.
29. Koren MJ, Ulin RJ, Koren AT, Laragh JH, Devereux RB. Left ventricular 
mass change during treatment and outcome in patients with essential 
hypertension. Am J Hypertens. 2002;15(12):1021–1028.
30. Okin PM, Devereux RB, Harris KE, et al. In-treatment resolution 
or absence of electrocardiographic left ventricular hypertrophy is 
associated with decreased incidence of new-onset diabetes mellitus 
in hypertensive patients: the Losartan Intervention for Endpoint 
Reduction in Hypertension (LIFE) Study. Hypertension. 2007;50(5): 
984–990.
31. Okin PM, Wachtell K, Devereux RB, et al. Combination of the 
Electrocardiographic Strain Pattern and Albuminuria for the Prediction 
of New-onset Heart Failure in Hypertensive Patients: The LIFE Study. 
Am J Hypertens. 2008.
32. Wachtell K, Okin PM, Olsen MH, et al. Regression of electrocardio-
graphic left ventricular hypertrophy during antihypertensive therapy 
and reduction in sudden cardiac death: the LIFE Study. Circulation. 
2007;116(7):700–705.
33. Takimoto E, Kass DA. Role of oxidative stress in cardiac hypertrophy 
and remodeling. Hypertension. 2007;49(2):241–248.
34. Sawyer DB, Siwik DA, Xiao L, Pimentel DR, Singh K, Colucci WS. 
Role of oxidative stress in myocardial hypertrophy and failure. J Mol 
Cell Cardiol. 2002;34(4):379–388.
35. George J, Struthers A. High dose allopurinol dramatically improves 
endothelial function beyond urate lowering and is a powerful antioxidant 
in chronic heart failure. Eur J Heart Failure. 2006;5(1):92.
36. Hashimoto J, Imai Y, O’Rourke MF. Indices of pulse wave analysis are 
better predictors of left ventricular mass reduction than cuff pressure. 
Am J Hypertens. 2007;20(4):378–384.
37. Gavin AD, Struthers AD. Allopurinol reduces B-type natriuretic peptide 
concentrations and haemoglobin but does not alter exercise capacity in 
chronic heart failure. Heart. 2005;91(6):749–753.
38. Pacher P, Nivorozhkin A, Szabo C. Therapeutic effects of xanthine 
oxidase inhibitors: renaissance half a century after the discovery of 
allopurinol. Pharmacol Rev. 2006;58(1):87–114.
39. Becker MA, Schumacher HR Jr, Wortmann RL, et al. Febuxostat 
compared with allopurinol in patients with hyperuricemia and gout. 
N Engl J Med. 2005;353(23):2450–2461.
40. Lustberg ME. Febuxostat versus allopurinol for gout. N Engl J Med. 
2006;354(14):1532–1533; author reply 1532–1533.
41. Gelber AC. Febuxostat versus allopurinol for gout. N Engl J Med. 
2006;354(14):1532–1533; author reply 1532–1533.
42. Hare JM, Mangal B, Brown J, et al. Impact of oxypurinol in patients 
with symptomatic heart failure. Results of the OPT-CHF study. J Am 
Coll Cardiol. 2008;51(24):2301–2309.
43. Galbusera C, Orth P, Fedida D, Spector T. Superoxide radical production 
by allopurinol and xanthine oxidase. Biochem Pharmacol. 2006.
44. Massey V, Komai H, Palmer G, Elion GB. On the mechanism 
of inactivation of xanthine oxidase by allopurinol and other 
pyrazolo[3,4-d]pyrimidines. J Biol Chem .  1970;245(11): 
2837–2844.
45. Borges F, Fernandes E, Roleira F. Progress towards the discovery 
of xanthine oxidase inhibitors. Curr Med Chem. 2002;9(2): 
195–217.
46. Zweier JL, Kuppusamy P, Lutty GA. Measurement of endothelial 
cell free radical generation: evidence for a central mechanism of 
free radical injury in postischemic tissues. Proc Natl Acad Sci U S A. 
1988;85(11):4046–4050.
47. Kogler H, Fraser H, McCune S, Altschuld R, Marban E. Disproportionate 
enhancement of myocardial contractility by the xanthine oxidase 
inhibitor oxypurinol in failing rat myocardium. Cardiovasc Res. 
2003;59(3):582–592.
48. Baldus S, Koster R, Chumley P, et al. Oxypurinol improves coronary 
and peripheral endothelial function in patients with coronary artery 
disease. Free Radic Biol Med. 2005;39(9):1184–1190.
49. Cleland JGF, Coletta AP, Clark AL. Clinical trials update from 
the Heart Failure Society of America meeting: FIX-CHF-4, 
selective cardiac myosin activator and OPT-CHF. Eur J Heart Fail. 
2006;8(7):764–766.
50. George J, Struthers A. The OPT-CHF (Oxypurinol Therapy for 
Congestive Heart Failure) trial: a question of dose. J Am Coll Cardiol. 
2009;53(25):2405.
51. Villaba L. Oxypurinol for Symptomatic Gout in Allopurinol Intolerant 
Patients: Arthritis Advisory Committee Meeting. URL www.fda.gov/
OHRMS/DOCKETS/AC/04/slides/2004-4044S1_05_FDA-Villalba.
ppt. Accessed June 2, 2004.
52. Adachi T, Fukushima T, Usami Y, Hirano K. Binding of human xanthine 
oxidase to sulphated glycosaminoglycans on the endothelial-cell surface. 
Biochem J. 1993;289 (Pt 2):523–527.
